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DETAILED ACTION 

Status of the claims 

1. In the remarks filed on 05/27/2008 in response to the Office Action of 
02/07/2008, Applicant canceled claims 1, 2, 5, 7-11, 13-14, 16, 27- 49 and 51 and 
amended claims 3, 4, 6, 12, 15, 17 and 50. Thus, claims 3, 4, 6, 12, 15, 17-18 and 50 
are pending and subject to examination. 

Maintained claim rejections 
Claim Rejections - 35 USC §112 

2. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 3, 6, 12, 15, 17 and 18 remain rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement for the reasons 
of record. The claims contains subject matter which was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventors, at the time the application was filed, had possession of the claimed 
invention. As iterated in the prior Office action, In the Specification adequate written 
description is offered for the antibodies denominated in Table 1 (i.e., SC02-008, SC02- 
009, SC02-010, SC02-011, SC02-012, SC02-021, SC02-022, and SC02-023). These 
antibodies (which is the specific and descriptive way of designating the molecules of 
the invention instead of the recitation "a human binding molecule") contain both the 
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variable heavy and light chains and therefore are described fully and but not the full 
breadth of the claims (drawn to human binding molecules comprising the heavy chain 
CDR3 (SEQ ID NO 22) meets the written description provision of 35 U.S.C. §112, first 
paragraph. This is because the art, at the time that the invention was made, does not 
show that a CDR3 is universally solely responsible for antigen binding. The prior art 
does not show screening for antibodies by just defining CDR3. The methods rely on 
using an entire V H or V L and screening random complimentary chains. The prior art 
does not support a definition of an antibody structure solely by defining the CDR3 
sequence of a V H or V L antigen (Klimka et al., British Journal of Cancer 83: 252-260, 
2000; Beiboer et al., J. Mol. Biol. 296:833, 2000; MacCallum et al., J. Mol. Biol. 262: 
732-745, 1996). 

On page 5 Applicants argue that the human binding molecule comprising the 
CDR3 sequence of the antibody SC02-021 constitutes adequate description for the 
genus claimed. The arguments were carefully considered but not found persuasive 
because the specification does not provide any examples to support that CDR3 is the 
sole determinant of the binding specificity. The Specification discloses the CDR3 with 
the SEQ ID NO: 22 in the context of an antibody, which would offer the structural 
support for the correct orientation of the binder towards the antigen coupled with other 
domains that actively participate in binding. However, the presence of one CDR has to 
be complemented by the presence of at least the full complement of CDR from the 
variable region of which the respective CDR is part of in order for an antibody to be 
described (see supra). For instance, in the art, it is commonly known that antigen 
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binding is primarily mediated by the CDRs but more highly conserved framework 
segments are mainly involved in supporting CDR loop conformations and, in some 
cases, framework residues also contact the antigen (Vajdos et al., J. Mol. Biol., 320: 
415-428, 2002- p.416, left col. last paragraph Therefore the rejection is maintained for 
the amended claim 3 as an independent claim and for the claims 6, 12, 15, 17 and 18 
as being dependent from claim 3. 

3. Claims 3, 4, 6, 12, 15, 17-18 and 50 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for some specific antibodies 
described in the table I of the specification, does not reasonably provide enablement for 
genus of human binding molecules only comprising the SEQ ID No: 3. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and use the invention commensurate in 
scope with these claims. 

This rejection has two components which will be treated separately below. The 
first component relates to obtaining a human binding molecule that is defined by the 
CDR3 (SEQ ID NO: 22). As presented supra such a molecule lacks adequate written 
description. In order to be functional, such a molecule has to be an antibody which has 
necessary requirements (which are attained in the antibodies of Table I of the instant 
Application). The art at the time that the invention was made describes a screening 
process using a mouse V L and a human V H library with CDR3 and FR4 retained from 
the mouse V H . After obtaining antibodies, the V H was screened against a human V L 
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library to obtain antibodies that bound antigen (Klimka et al., British Journal of Cancer 
83: 252-260, 2000). Another screening process is described as using the entire mouse 
heavy chain and a human light chain library. After obtaining antibodies, one V L was 
combined with a human V H library with the CDR3 of the mouse retained. Antibodies 
capable of binding antigen were obtained (Beiboer et al., J. Mol. Biol. 296:833, 2000). 
However, the specification does not disclose that the antibody containing a CDR3 of the 
V H chain alone can be transferred to just any framework and paired with just any V L 
chain and retain antigen binding. The specification does not provide any examples to 
support that CDR3 of the V H or V L is solely responsible for antigen binding and this 
another essential step missing since it was known in the art that a number of residues 
outside the CDRs make antigen contacts and residues in the CDRs are important for 
backbone conformations (MacCallum et al., J. Mol. Biol. 262: 732-745, 1996). Thus, 
summarizing, the prior art does not show that a CDR3 is universally solely responsible 
for antigen binding. The prior art does not show screening for antibodies by just defining 
CDR3. The methods rely on using an entire V H or V L and screening random 
complimentary chains. The prior art does not support a definition of an antibody 
structure solely by defining the CDR3 sequence of a V H or V L . 

The working examples disclosed in the specification provide enablement only for 
the antibodies in table I but not for the other antibodies disclosed. Therefore, it is 
considered that, because of the large quantity of experimentation necessary to generate 
the unknown number of potentially agonistic binding molecules recited in the claims and 
possibly screen the same for activity; the lack of direction/guidance presented in the 
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specification regarding which structural features are required in order to provide activity; 
the absence of working examples directed to same; the state of the prior art which 
establishes the unpredictability regarding obtaining antibodies with desired properties 
based on one CDR only; undue experimentation would be required of the skilled artisan 
to make and/or use the claimed invention in its full scope. 

With respect to the second component, the ability of the antibodies to have 
agonistic properties, the desired property is shown for the antibodies designated as 
SC02-008 and SC02-023 only. Other than this working example (shown in Fig. 14 A and 
B), the specification states that it is to be expected that at least one of the antibodies 
stimulate T-cell proliferation (and thus having the agonistic properties claimed). A mere 
prophetic statement does not constitute adequate guidance for the genus of the 
antibodies sought after. 

Therefore, it is considered that, because of the large quantity of experimentation 
necessary to generate the unknown number of potentially agonistic binding molecules 
recited in the claims and possibly screen the same for activity; the lack of 
direction/guidance presented in the specification regarding which structural features are 
required in order to provide activity; the absence of working examples directed to same; 
undue experimentation would be required of the skilled artisan to make and/or use the 
claimed invention in its full scope. 

On page 5 Applicants argue that the amended claims are now enabled because 
the antibody SC02-021 (which is part of the antibodies presented in Table I) comprises 
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a defined CDR3 and this would be enough to satisfy the enablement requirement. The 
arguments were carefully considered but not found persuasive because while the 
antibody SC02-021 would be considered enabled for binding the human OX-40 
receptor, the human binding molecule comprising just the CDR3 is not enabled, as 
presented supra. Applicants are arguing that a single means, AB SC02-021, is enabling 
of an entire genus. Moreover, absent an amount of experimentation that is considered 
undue, the agonistic properties of such an antibody are not determined; the only 
working examples providing enablement in this respect for the antibodies designated 
SC02-008 and SC02-023 only. 

Conclusion 

4. No claims are allowed. 

5. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ELLY-GERALD STOICA whose telephone number is 
(571)272-9941 . The examiner can normally be reached on 8:30-17:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on (571) 272-0939. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Lorraine Spector/ Ph.D. 

Primary Examiner, Art Unit 1647 



